We previously reported that adrenocorticotropic hormone (ACTH)-treated rats serve as a valuable animal model for tricyclic antidepressant-resistant depressive conditions. The present study was undertaken to investigate the changes in neurogenesis in the hippocampus of ACTH-treated rats. Chronic treatment of ACTH decreased the number of bromodeoxyuridine-labeled cells in the dentate gyrus, and the coadministration of imipramine and lithium, and electroconvulsive stimuli recovered these reductions. Furthermore, chronic ACTH treatment also decreased the expression of brain-derived neurotrophic factor, and the coadministration of imipramine and lithium, and electroconvulsive stimuli recovered these reductions. These results suggest that antidepressant-resistant depression is caused by the suppression of neurogenesis, and the coadministration of imipramine and lithium, and electroconvulsive stimuli exert an antidepressant-like eŠect by recovering proliferative signals and neurogenesis. 
Rats were administered imipramine (IMI: 10 mg/kg), lithium (LI: 100 mg/kg) and ACTH (100 mg/rat) once daily for 14 days. On day 15, BrdU was administered intraperitoneally, 4 times at 6-h intervals. (C) Representative ‰uorescence photomicrographs of the eŠect of imipramine and lithium on the number of BrdU-positive cells in the subgranular zone of the hippocampal dentate gyrus in ACTH-treated rats. Values are expressed as the mean±S.E.M. for 5 animals. Data were analyzed with a one-way ANOVA, followed by Tukey's test.   p＜0.01, signiˆcantly diŠerent from the control value.
## p＜0.01, signiˆcantly diŠerent from the ACTH value.
らの結果を支持する知見であると考えられる．これ
までに当研究室では，ラットの corticosterone の血 On theˆrst day, BrdU was administered intraperitoneally, 4 times at 6-h intervals. Rats were administered imipramine (IMI: 10 mg/kg), lithium (LI: 100 mg/kg) and ACTH (100 mg/rat) once daily for 14 days. (C) Representative ‰uorescence photomicrographs of the eŠect of imipramine and lithium on the number of BrdU-positive cells in the subgranular zone of the hippocampal dentate gyrus in ACTH-treated rats. Values are expressed as the mean±S.E.M. for 5 animals. Data were analyzed with a one-way ANOVA, followed by Tukey's test.   p＜0.01, signiˆcantly diŠerent from the control value. 
